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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 1 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )□ Responsive to' communication(s) filed on . 

2a)D This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 1-93 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) D Claim(s) is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) S Claim(s) 1-93 are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) Q Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO-1 449 or PTO/SB/08) 5) □ Notice of Informal Patent Application (PTO-1 52) 

Paper No(s)/Mail Date . 6) □ Other: . 
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DETAILED ACTION 

Receipt is acknowledged of the Applicant's Information Disclosure Statement filed on 
3/30/2005. 

Election/Restrictions 

1. Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-15, 17-39, drawn to a composition comprising (1) particles of 
nifedipine having an effective particle size of less than 2000 nm and (2) at 
least one surface stabilizer, classified in class 424, subclass 489. 

II. Claim 16, drawn to a composition comprising (1) particles of nifedipine 
having an effective particle size of less than 2000 nm, (2) at least one 
surface stabilizer, and (3) an additional nifedipine composition having an 
effective particle size which is different than the first nifedipine particle- 
based composition, classified in class 424, subclass 489. 

III. Claims 40-57, drawn to a method of making a nifedipine-based 
composition, classified in class 424, subclass 490. 

IV. Claims 58-93, drawn to a method of using a nifedipine-based composition, 
classified in class 424, subclass 401. 



The inventions are distinct, each from the other because of the following reasons: 
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2. Inventions I and II are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions have different functions and effects. 
Specifically, Invention I is drawn to a composition comprising (1) particles of nifedipine 
having an effective particle size of less than 2000 nm and (2) at least one surface 
stabilizer whereas Invention II is drawn to a composition comprising (1) particles of 
nifedipine having an effective particle size of less than 2000 nm, (2) at least one surface 
stabilizer, and (3) an additional nifedipine composition having an effective particle size 
which is different than the first nifedipine particle-based composition. The limitation "an 
additional nifedipine composition having an effective particle size which is different than 
the first nifedipine particle-based composition" alters the scope of Invention II relative to 
Invention I. As such, a reference anticipating one group of inventions would not 
necessarily render the other inventions obvious. 

3. Inventions l-ll and Invention III are related as process of making and product 
made. The inventions are distinct if either or both of the following can be shown: (1) 
that the process as claimed can be used to make other and materially different product 
or (2) that the product as claimed can be made by another and materially different 
process (MPEP § 806.05(f)). In the instant case, the product as claimed can be made 
via a materially different process. Specifically, the product as claimed can be made by 
the following method (See US 5,145,683): (i) dissolving nifedipine and 
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polyvinylpyrrolidone in a suitable solvent therefore, the polyvinylpyrrolidone being used 
in an amount of from 10 to 90% by weight based on the weight of nifedipine; (ii) coating 
particles of a finely divided pharmaceutical^ acceptable water soluble diluent which is 
insoluble in the solvent with the nifedipine/polyvinylpyrrolidone solution; and (iii) 
evaporating the solvent from the surface of the coated diluent particles. As such, a 
reference anticipating one group of inventions would not necessarily render the other 
inventions obvious. 

4. Inventions l-ll and IV are related as product and process of use. The inventions 
can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used in a materially different 
process of using that product (MPEP § 806.05(h)). In the instant case, the product as 
claimed can be used to treat cardiovascular or coronary disorders (See US 4562069). 

5. Inventions III and IV are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions have different modes of operation and 
functions. Specifically, Invention III is drawn to a method of preparing a nifedipine 
composition whereas Invention IV is drawn to a method of using a nifedipine 
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composition. As such, a reference anticipating one group of inventions would not 
necessarily render the other inventions obvious. 

6. Searching the inventions of Groups I - IV together would impose a search 
burden on the examiner. In the instant case, the search of two materially distinct 
compositions and methods of preparing said composition would impose a search 
burden on the examiner. 

7. Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art as shown by their different classification, restriction 
for examination purposes as indicated is proper. 

8. Because these inventions are distinct for the reasons given above and the 
search required for each subset of Groups I - IV are not required for one another, 
restriction for examination purposes as indicated is proper. 

9. Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art because of their recognized divergent subject 
matter, restriction for examination purposes as indicated is proper. 
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10. Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). 

11. In the event that applicant elects Group I, III or IV the following election of 
species is required. This application contains claims directed to the following 
patentably distinct species of effective particle size: 

less than about 1 900 nm, less 

than about 1800 nm, less than about 1700 run, less than about 1600 nm, less than about 1500 
nm, less than about 1400 nm, less than about 1 300 nm, less than about 1200 nm, less than 
about 1 100 nm, less than about 1000 nm* less than about 900 nm, less than about 800 nm, 
less than about 700 nm, less than about 600 run, less than about 500 nm, less than about 400 
nm, less than about 300 nm, less than about 250 nm, less than about 200 nm, less than about 
1 00 nm, less than about 75 nm, and less than about 50 im 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, claims 1, 40, and 58 are generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 
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Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the 
case. In either instance, if the examiner finds one of the inventions unpatentable over 
the prior art, the evidence or admission may be used in a rejection under 35 
U.S.C. 103(a) of the other invention. 

12. In the event that applicant elects Group I, III, or IV the following election of 
species is required. This application contains claims directed to the following 
patentably distinct species of nifedipine phases chosen from the following: 

crystalline phase, an amorphous phase* a semi-crystalline phase, a 
semi-amorphous phase, and mixtures thereof. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, claims 1 , 40, and 58 are generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
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readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1 .141 . If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably distinct, 
applicant should submit evidence or identify such evidence now. of record showing the 
species to be obvious variants or clearly admit on the record that this is the case. In 
either instance, if the examiner finds one of the inventions unpatentable over the prior 
art, the evidence or admission may be used in a rejection under 35 U.S.C. 103(a) of the 
other invention. 

1 3. In the event that applicant elects Group I or IV the following election of 
species is required. This application contains claims directed to the following 
patentably distinct species of non-nifedipine agents chosen from the following: 
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nutraceuticals, amino 
acids, proteins, peptides, nucleotides, anti-obesity drugs, central nervous system 
stimulants, carotenoids, corticosteroids, elastase inhibitors, anti-fungals, oncology 
therapies, anti-emetics, analgesics, cardiovascular agents, anti-inflammatory agents, 
anthelmintics, anti-arrhythmic agents, antibiotics, anticoagulants, antidepressants, 
antidiabetic agents, antiepiieptics, antihistamines, antihypertensive agents, antimuscarinic 
agents, antimycobacterial agents, antineoplastic agents, immunosuppressants, antithyroid 
agents, antiviral agents, anxiolytics, sedatives, astringents, alpha-adrenergic receptor 
blocking agents, beta-adrenoceptor blocking agents, blood products, blood substitutes, 
cardiac inotropic agents, contrast media, corticosteroids, cough suppressants, diagnostic 
agents, diagnostic imaging agents, diuretics, dopaminergics, haemostatics, immunological 
agents, lipid regulating agents, muscle relaxants, parasympathomimetics, parathyroid 
calcitonin, parathyroid biphosphonates, prostaglandins, radio-pharmaceuticals, sex 
hormones, anti-allergic agents, stimulants, anoretics, sympathomimetics, thyroid agents, 
vasodilators, and xanthines 
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acyclovir, alprazolam, 
altretamine, amiloride, amiodarone, benztropine mesylate, bupropion, cabergoline, 
candesartan, cerivastatin, chlorpromazine, ciprofloxacin, cisapride, clarithromycin, 
clonidine, clopidogreh cyclobenzaprine, cyproheptadine, delavirdine, desmopressin, 
diltiazem, dipyridamole, dolasetron, enalapril maleate, enalaprilat, famotidine, felodipine, 
furazolidone, glipizide, irbesartan, ketoconazole, lansoprazole, loratadine, loxapine, 
mebendazole, mercaptopurine, milrinone lactate, minocycline, mitoxantrone, nelfinavir 
mesylate, nimodipine, norfloxacin, olanzapine, omeprazole, penciclovir, pimozide, 
tacolimus, quazepam, raloxifene, rifabutin, rifampin, risperidone, rizatriptan, saquinavir, 
sertraline, sildenafil, acetyl-sulfisoxazole, temazepam, thiabendazole, thioguanine, 
trandolapril, triamterene, trimetrexate, troglitazone, trovafloxacin, verapamil, vinblastine 
sulfate, mycophenolate, atovaquone, atovaquone, proguanil, ceftazidime, cefuroxime, 
etoposide, terbinafine, thalidomide, fluconazole, amsacrine, dacarbazine, teniposide, and 
acetylsalicylate 

antihypertensive agent, acetylsalicylic acid or derivative thereof, and ACE inhibitor. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, claims 1 and 58 are generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 
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Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably distinct, 
applicant should submit evidence or identify such evidence now of record showing the 
species to be obvious variants or clearly admit on the record that this is the case. In 
either instance, if the examiner finds one of the inventions unpatentable over the prior 
art, the evidence or admission may be used in a rejection under 35 U.S.C. 103(a) of the 
other invention. 

14. In the event that applicant elects Group I, III, or IV the following election of 
species is required. This application contains claims directed to the following 
patentably distinct species of surface stabilizers chosen from the following: 

cetyl pyridinium chloride, gelatin, casein, 
phosphatides, dextran, glycerol, gum acacia, cholesterol, tragacanth, stearic acid, 
benzalkonium chloride, calcium stearate, glycerol monostearate, cetostearyl alcohol, 
cetomacrogol emulsifying wax, sorbitan esters, polyoxyethylene alkyl ethers, 
poiyoxyethylene castor oil derivatives, polyoxyethylene sorbitan fatty acid esters, 
polyethylene glycols, dodecyl trimethyl ammonium bromide, polyoxyethylene stearates, 
colloidal silicon dioxide, phosphates, sodium dodecylsulfate, carboxymethylcellulose 
calcium, hydroxypropyl celluloses, hypromellose, carboxymethylcellulose sodium, 
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methylcellulose, hydroxyethylccllulose, hypromellose phthalate, noncrystalline cellulose, 
magnesium aluminum silicate, triethanolamine, polyvinyl alcohol, polyvinylpyrrolidone, 
4-(l,l,3,3-tetramethylbutyl)-phenol polymer with ethylene oxide and formaldehyde, 
poloxamers; poloxamines, a charged phospholipid, dioctylsulfosuccinate, dialkylesters of 
sodium sulfosuccinic acid, sodium lauryl sulfate, alkyl aryl polyether sulfonates, mixtures 
of sucrose stearate and sucrose distearate, p-isononylphenoxypoly-(glycidol), decanoyl-N- 
methylglucamide; n-decyl P-D-glucopyranoside; n-decyl p-D-maltopyranoside; n-dodecyl 
p-D-glucopyranoside; n-dodecyl P-D-maltoside; heptanoyl-N-methylglucamide; n-heptyl- 
p-D-glucopyranoside; n-heptyl p-D-thioglucoside; n-hexyl P-D-glucopyranoside; 
nonanoyl-N-methylglucamide; n-noyl p-D-glucopyranoside; octanoyl-N- 
methylglucamide; n-octyl-p-D-glucopyranoside; octyl p-D-thioglucopyranoside; 
lysozyme, PEG-phospholipid, PEG-cholesterol, PEG-cholesterol derivative, PEG-vitamin 
A, and random copolymers of vinyl acetate and vinyl pyrrolidone 

polymer, a biopolymer, a 
polysaccharide, a cellulosic, an alginate, a nonpolymeric compound, and a phospholipid 

cationic lipids, polymethylmethacrylate trimethylammonium 
bromide, sulfonium compounds, polyvinylpyrrolidone-2-dimethylaminoethyl 
methacrylate dimethyl sulfate, hexadecyltrimethyl ammonium bromide, phosphonium 
compounds, quartemary ammonium compounds, benzyl-di(2- 
chloroethyl)ethylammonium bromide, coconut trimethyl ammonium chloride, coconut 
trimethyl ammonium bromide, coconut methyl dihydroxyethyl ammonium chloride, 
coconut methyl dihydroxyethyl ammonium bromide, decyl triethyl ammonium chloride, 
decyl dimethyl hydroxyethyl ammonium chloride, decyl dimethyl hydroxyethyl 
ammonium chloride bromide, C^-isdimethyl hydroxyethyl ammonium chloride, Cj2- 
i 5 dimethyl hydroxyethyl ammonium chloride bromide, coconut dimethyl hydroxyethyl 
ammonium chloride, coconut dimethyl hydroxyethyl ammonium bromide, myristyl 
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trimethyl ammonium methyl sulphate, lauryl dimethyl benzyl ammonium chloride, lauryl 
dimethyl benzyl ammonium bromide, lauryl dimethyl (ethenoxy)* ammonium chloride, 
lauryl dimethyl (ethenoxy) 4 ammonium bromide, N-alkyl (C 12-1 s)dimethylbenzyl 
ammonium chloride, N-alkyl (Ci4.i8)dimethyl-benzyl ammonium chloride, N- 
tctradecylidmethylbenzyl ammonium chloride monohydrate, dimethyl didecyl ammonium 
chloride, N-alkyI and (Qj-m) dimethyl hnapthylmethyl ammonium chloride, 
trimethylammomum halide, alkyl-triinetbylatmnonium salts, dialkyt-dimethylammonium 
salts, lauryl trimethyl ammonium chloride, ethoxylated alkyamidoalkyldialkylammonium 
salt, an ethoxylated triatky! ammoninm salt, dial kyl benzene dial kyl ammonium chloride, 
N-didecyldimethyl ammonium chloride* N-tetradecyldimelhylbenzyl ammonium, chloride 
monohydrate, N-alkyKCiM*) dimethyl I -naphthyl methyl ammonium chloride, 
dod^cyidimcthylbenzyl ammonium chloride, dialkyl benzenealkyl ammonium chloride, 
lauryl trimethyl ammonium chloride, alkylbenzyl methyl ammonium chloride, alkyl 
benzyl dimethyl ammonium bromide, Cm trimethyl ammonium bromides, C| 5 trimethyl 
ammonium bromides, C37 trimethyl ammonium bromides, dodecylbenzyl triethyl 
ammonium chloride, poly-dial lyldimethylammonivim chloride (DADMAC), dimethyl 
ammonium chloride alky idimsihyl ammonium halcgenides, iBoeiyi methyl ammonium 
chloride, decyltrimethylammonium bromide, dodecyltrieihylammonium bromide, 
let radecyl trimethyl ammonium bromide, methyl trioctylammonium chloride, POLYQUAT 
10™, tetrabutylammonium bromide, benzyl trimethylammonium bromide, choline esters, 
benzalkonium chloride* stearalkonium chloride compounds, cetyl pyridinium bromide, 
cetyl pyridinium chloride, halide salts of quatemized polyoxyethylatkylamines, 
MIRAPOL™, AUCAQUAT™, alkyl pyridinium salts; amines, amine salts, amine oxides, 
imide azolinium salts, protonated quaternary acrylamides, methylated quaternary 
polymers, and cationtc guan 

hydroxypropylcellulose, sodium lauryl sulphate, copolymers of vinyl pyrrolidone and 
vinyl acetate, polyvinylpyrrolidone, or a mixture thereof 
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ionic surface stabilizer, anionic surface stabilizer, cationic surface stabilizer, nonionic 
surface stabilizer, and zwitterionic surface stabilizer. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, claims 1, 40, and 58 are generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably distinct, 
applicant should submit evidence or identify such evidence now of record showing the 
species to be obvious variants or clearly admit on the record that this is the case. In 
either instance, if the examiner finds one of the inventions unpatentable over the prior 
art, the evidence or admission may be used in a rejection under 35 U.S.C. 103(a) of the 
other invention. 
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1 5. In the event that applicant elects Group IV, the following election of species 
is required. This application contains claims directed to the following patentably 
distinct species of disorders chosen from the following: 

(a) indications where calcium channel blockers are typically used, 

(b) indications of angina, and 

(c) indications of hypertension. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, claim 58 is generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the 
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case. In either instance, if the examiner finds one of the inventions unpatentable over 
the prior art, the evidence or admission may be used in a rejection under 35 
U.S.C. 103(a) of the other invention. 

16. Applicant's agent, Michele Simkin, was contacted on 12/27/2005 concerning this 
election requirement. Ms. Simkin was informed that, due to the complexity of the action, 
the action was submitted in writing. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David L. Vanik whose telephone number is (571) 272- 
3104. The examiner can normally be reached on Monday-Friday 8:30 AM - 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on (571) 272-0602. The fax phone number 
for the organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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